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CLAIMS 




What is claimed is: 



An antibody or antigen-binding fragment thereof which 
bin^^s^t^^ajriammalian CC-chemokine receptor 2 or 
portion of s"a*id^receptor , wherein said antibody or 
antigen-binding fragTrr&cit thereof inhibits binding of a 
ligand to the receptor. ^^^^^ 

An antibody or antigen-binding fragment according to 
^Claim 1 wherein said antibody or antigen-binding 
fr^qment thereof inhibits one or more functions 
associated with binding of the ligand to the receptor. 



An antibody) 
according to 
chemokine recepto^j 
receptor 2 



ling fragment thereof 

1 whereiA the mammalian CC- 

2 is a^human CC- chemokine 



An antibody^br antigen-birfsiing fragment thereof 
according to Claim 1 whereinXhe antibody or fragment 
thereof binds the amino- terminaiSdomain or portion 
thereof of mammalian CC-chemokine receptor 2. 



_An antibody or antigen-binding fragment thereof 
accCT?cLing to Claim 4 wherein the portion of the amino- 
terminal dbrf^j^n is from about amino acid 1 to about 
amino acid 3 0. 




An antibody or antigen-bind^g fragment thereof 
according to Claim 1 wherein the\antibody is selected 
from the group consisting of: 
a) monoclonal antibody 1D9 ; 
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an antibody having an epitopic specificity which 
s the same as or similar to that of 1D9; 



d) 

e) 

f ) 



N. 



an^antibody which can compete with 1D9 for 
bindirifcjv^to mammalian CC-chemokine receptor; 
monoclonal\antibody 8G2 ; 

an antibody naying an epitopic specificity which 
is the same as or\similar to that of 8G2 ; 
an antibody which caa compete with 8G2 for 
binding to mammalian CCSchemokine receptor 2; and 
antigen-binding fragments cs^f any one of (a) 
through (f) which bind to mammalian CC-chemokine 
receptor 2 or a portion thereof. 




antigen-binding fragment thereof 
im 1 wherein the ligand is a 



An antib 
accordi' 
chemokine 



.An antibody or antigen-binding fragment thereof 
accor^3rft§^o Claim 7 wherein the chemokine is selected 
from the groupc^n«is_ting of MCP-1, MCP-2, MCP-3, MCP- 
4 and combinations thereof"T~~ 

The hybridoma cell line deposited>rfnder ATCC Accession 
No . 



10. The hybridoma 
No . 



lii 



leposited under ATCC Accession 



11. A monoclonal/antibody or antigen-binding fragment 
25 thereof produced by the hybridoma cell line according 

to Claim 9 . 
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12 . A monoclonal 
thereof produ 
to Claim 
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or antigen-binding fragment 
Jthe hybridoma cell line according 



A test kit for use in detecting the presence of a 
mammalian CC-chemokine receptor 2 in a biological 
iample comprising 

a) \ at least one antibody or antigen-binding fragment 
ihereof selected from the group consisting of : 
i)\ monoclonal antibody 1D9; 

m antibody having an epitopic specificity 
.ch is the same as or similar to that of 
1D9 ; 

compete with 1D9 for 
immalian gc-chemokine receptor 



b) 



ii) 



in, 



vi) 



Vll , 



an a 
binding 
2; 

monoclonal 
an antibody 
which is th 
8G2 ; 
an ant 

bincLaTnq to mamma 
2 ; and 



boj^V 8G2; 

ing an epitopic specificity 
as or similar to that of 



h casn compete with 8G2 for 
lian (SC-chemokine receptor 



antigen-binding fragments^ of any one of (i! 
through (vi) which bind toXmammalian CC- 
chemokine receptor 2 or a posrtion thereof; 
and 

one or more ancillary reagents suitable for 
detecting the presence of a complex between said 
antibody or antigen-binding fragment thereof and 
said mammalian CC-chemokine receptor 2 or\^ 
portion thereof. 
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A method of inhibiting the interaction of a cell 
bearing mammalian CC-chemokine receptor 2 with a 
.igand thereof, comprising contacting said cell with 
ar\ effective amount of an antibody or antigen-binding 
fragment thereof which binds to mammalian CC-chemokine 
receptor 2 or portion of said receptor and inhibits 
binding; of said ligand to the receptor. 



0 



15 . A method according to Claim 14 wherein the cell is 
selected from the group consisting of lymphocytes, 
10 monocytes, granulocytes, T cells, basophils, and cells 

comprising a r&combi»a^ nucleic acid encoding CCR2 or 
a portion therec 



m 



Spa 

fti 



16. A method according 
selected from the grl 

15 CD25+ cells, CD4+ ce! 

17. A method according to 
chemokine . 



.aim 15 wjherein the T cells are 
ip consisting of CD8+ cells, 
and/Cl)45RO+ cells. 

.aim 14 wherein the ligand is a 



20 



A method according to Claim lV wherein the chemokine 
is selected from the group consisting of MCP-1, MCP-2, 
MCP-3, MCP-4 and combinations thereof 



25 



19. A method according to Claim 14 wherein the antibody or 
antigen-binding fragment thereof is\selected from the 
group consisting of : 

a) monoclonal antibody 1D9 ; 

b) an antibody having an epitopic specificity which 
is the same as or similar to that o^£ 1D9 ; 

c) an antibody which can compete with ID© for 
binding to mammalian CC-chemokine receptor 2; and 



d 



antigen-binding fragments of any one of (a) 
through (c) which bind to mammalian CC-chemokine 
.receptor 2 or a portion thereof. 



A method\ of inhibiting HIV infection of a cell, 
comprising contacting a cell with an effective amount 
of a composition comprising an antibody or antigen- 
binding fragment ther-e-eC which binds to mammalian CC- 
chemokine rece\)tpx 2 or portion of said receptor and 
inhibits HIV e/ft\ry into said cell. 



A method according\ t<p 
selected from the gfsdjup 
monocytes, macrophage 
cells comprising a re 
CCR2 or a portion thepreo' 



A method according to 



aim 20 wherein the cell is 
consisting of lymphocytes, 
granulocytes, T cells, and 
binanc nucleic acid encoding 



:laim\21 wherein the T cells are 
selected from the gi?6up consisting of CD8+ cells, 
CD25+ cells, CD4+/cells and CD45R0+ cells. 



A method accoi?aing to Claim 20 wherein the antibody or 
antigen-binding fragment thereof selected from the 
group consisting of: 

a) monoclonal antibody 1D9 ; 

b) an antibody having an epitopic specificity which 
is the same as or similar to that <s>f 1D9; 

c) an antibody which can compete with M)9 for 
binding to mammalian CC-chemokine receptor 2; and 

d) antigen-binding fragments of any one of\ (a) 
through (c) which bind to mammalian CC-c\emokine 
receptor 2 or a portion thereof. 



A method of treating HIV in a patient comprising 
administering to the patient a composition comprising 
\an effective amount of an antibody or antigen-binding 
fVagment thereof which binds to mammalian CC-chemokine 
receptor 2 or portion of said receptor and inhibits 
HIV etitry into said cell. 

A method\according to Claim 24 wherein the antibody or 
antigen-brnding fragment thereof is selected from the 
group consis±in<of 

a) monocLgJrml antibody jLD9; 

b) an a/itibooy having st n epi t opic specificity which 

'similar to cjiat of 1D9; 

rch can compete frith 1D9 for 
jalian CC-chemokine receptor 2; and 
fragments yof any one of (a) 



an a/itibociv hs 
is /the same\as 
an antibody 
binding to mam) 
ant igen-bindin 



through (c) whiphXbinds/mammalian CC-chemokine 
receptor 2 or alporst^Con thereof 



A method of detecting expression of mammalian CC- 
chemokine receptor 2 or portion thereof by a cell, 
comprising : 

a) contacting a composition comprising a cell to be 
tested with an antibody or amtigen-binding 
fragment thereof selected from the group 
consisting of 

i) monoclonal antibody 1D9 ; 

ii) an antibody having an epitbpic specificity 
which is the same as or sim\lar to that of 
1D9 ; 

iii) an antibody which can compete 'With 1D9 for 
binding to mammalian CC-chemokine receptor 
2; 

iv) monoclonal antibody 8G2 ; 
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b) 



vi, 



vi 1, 



Vlll, 



.na 



litii 



:ion 



chem 
and 
comb, 

CO 

affltibody\o] 
t 

detecting bindin 
binding fragment 
wherein the binding of 
binding fragment there 
said receptor or porti 
cell . 



an antibody having an epitopic specificity 
which is the same as or similar to that of 
8G2 ; 

an antibody which can compete with 8G2 for 
binding to mammalian CC-chemokine 
eceptor 2 ; 

ar\tigen-binding fragments of any one of 
i )\ through (vi) which bind mammalian CC- 
kine / ^cep , bor 2 or a portion thereof; 



of 



apprc 



e foregoing, under 

for binding of said 
gen-bindyLng fragment 
to; and 

of said antibody or antigen- 
3hereof , 

iid ant,£body or antigen- 

^•cates the presence of 
said receptor on said 




27. The method of Claifm 26 wherein the composition is a 
sample comprising human cells' 



28. A method of /detecting a mammalian CC-chemokine 

receptor 2 pr portion of said receptor, comprising: 
25 a) contacting a sample to be tested with an antibody 

or antigen-binding fragment thereof which is 
selected from the group consisting of: 

i) monoclonal antibody 1D9; 

ii) an antibody having an epitobic specificity 
3 0 which is the same as or similar to that of 

1D9; 
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b) 



iijLi) an antibody which can compete with 1D9 for 
binding to mammalian CC-chemokine receptor 
2; 

monoclonal antibody 8G2 ; 

k an antibody having an epitopic specificity 
*/hich is the same as or similar to that of 
8V2; 

vi) an\ antibody which can compete with 8G2 for 
binding to mammalian CC-chemokine receptor 
2; 

vi 1; antiQen^binding fragments of any one of (i! 
thro/tfdth (vi) which/ bind to mammalian CC- 
ch^moK^ne /receptee 2 or a portion thereof; 



viii ) 
under conditio' 



( ma 



f the foregoing, 
s appropriate for binding of said 



antibody or fragment thereof thereto; and 
detecting or m 



aNsuring binding of said antibody 
or antigen-bindinVj fragment thereof , 
wherein the binding of \said stntibody or antigen- 
binding fragment thereofVfera material in said sample is 
indicative of the prssgrnoe of a mammalian CC-chemokine 
receptor 2 or portion of s\aid receptor in said sample 



29. A method according to Claim >28, wherein the sample is 
25 a cellular fxraction which, i A normal individuals, 

comprises A mammalian CC-chemokine receptor 2 or 
portion pf said receptor. 



30. A method of inhibiting a function associated with 
binding of a chemokine to a mammalian CC-chemokine 
30 receptor 2 or a functional portion\of said receptor, 

comprising contacting a composit ion\comprising the 
receptor or portion with an effective amount of an 
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mtibody or antigen-binding fragment thereof which 
baSnds to a mammalian CC-chemokine receptor 2 or 
portion of said receptor, wherein said antibody 
inhibits binding of said chemokine to mammalian CC- 
chemokVne receptor 2 and inhibits one or more 
functions associated with binding of the ligand to the 
receptor . 



A method according to Claim 3 0 wherein the chemokine 
is selected \rjzmthe gro^up consisting of MCP-1, MCP-2, 
MCP-3, MCP-X a\nd combinations thereof. 



A method according 
antigen-binding f 
consisting of: 

a) monoclonal ant 

b) an antibody ha 
is the same as 

c) an antibody wh 



to Cl^im 3 0 wherein the antibody or 
gmeort^is selected from the group 



il^ody 1D9 ; 

Vir\q an epitopdc specificity which 

or ^similar/to that of 1D9 ; 
ich cVn/compete with 1D9 for 
binding to mamma llan\cc- chemokine receptor 2; and 
antigen-binding/fragments of any of (a) through 
(c) which blria to mammalian CC-chemokine 
receptor 2 or a portion \hereof . 



A method en: detecting or identifying an agent which 
binds a /mammalian CC-chemokine reateptor 2 or ligand- 
binding variant thereof, comprising^ combining 

a) an agent to be tested; 

b) an antibody or antigen-binding fragment selected 
from the group consisting of: 

i) monoclonal antibody 1D9; 

ii) an antibody having an epitopic\ specif icity 
which is the same as or similar\ to that of 
ID 9 ; 
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k ii). an antibody which can compete with 1D9 for 
binding to mammalian CC-chemokine 
receptor 2 ; 

iv) \ monoclonal antibody 8G2 ; 

v) \ an antibody having an epitopic specificity 
which is the same as or similar to that of 
,8G2; 

vi) an antibody which can compete with 8G2 for 
b\nding tg__mammalian CC-chemokine 
reoeptor 2 ; 

vii) a/nt\gen-bindingl fragments of any of (i! 
thromgh tfvi) which bind to mammalian CC- 
chemoJ^in<p rej^p^tor 2 or apportion thereof; 
and 

viii) \ combinations of the foregc/Lng; and 
c) a composition pomprising a mammalian CC-chemokine 

receptor 2 or ja Yig an d- binding variant thereof, 



under conditions su, 
or antigen-binding 
chemokine receptor 
thereof, and detect 
antibody or antige 



itable for banding of said antibody 
fragment/to said mammalian CC- 
2 or Vigand- binding variant 
ingr or\ measuring binding of said 
-binding fragment to said mammalian 
CC-chemokine receptor 2 or \igand-binding variant 
thereof . 



A method according to Claim 33\wherein the formation 
of a complex between said antibody or antigen-binding 
fragment and said mammalian CC-cnemokine receptor 2 or 
ligand-binding variant is monitored, and wherein a 
decrease in the amount of complex rormed relative to a 
suitable control is indicative that \the agent binds 
said receptor or ligand-binding variaVit thereof. 
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A method according to Claim 33 wherein the composition 
comprising a mammalian CC-chemokine receptor 2 or a 
^ligand-binding variant thereof is a cell bearing 

icombinant CC-chemokine receptor 2 or ligand-binding 
vaisiant thereof . 



36 . 
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A method according to Claim 35, wherein the 
composition comprising a mammalian CC-chemokine 
receptor \2 or aligand-binding variant thereof is a 
membrane f\a<5tion of\ said cell bearing recombinant CC- 
chemokine/reVieptor 2/ or ligand-binding variant 
thereof 



A method accord) 
antigen-binding 
label selected fVom\the 
radioisotope, sp 
fluorescent group 



to Claim 3 3y wherein the antibody or 
gment thereof is labeled with a 
up consisting of a 
n labe>T, antigen label, enzyme label, 
emiluminescent group. 
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A method accor, 
antibody 
chemokine 
thereof . 



ling to Claim 33 wherein the agent is an 
having specif icityVf or a mammalian CC- 
eceptor 2 or antige n-binding fragment 



25 



39. A method of inhibiting HIV infection in a patient, 

comprising administering to the patient a composition 
comprising an effective amount of anNantibody or 
antigen-binding fragment thereof whichNbinds to 
mammalian CC-chemokine receptor 2 or portion thereof 
and inhibits binding of HIV to the receptc\ or portion 
thereof . 
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A method according to Claim 3 9 wherein the antibody or 
antigen-binding fragment thereof is selected from the 
ygroup consisting of: 

monoclonal antibody 1D9 ; 

an antibody having an epitopic specificity which 
is the same as or similar to that of; 
m antibody which can compete with 1D9 for 
binding to mammalian CC-chemokine receptor 2; and 
antVgen-binding fragments of any of (a) through 
(c) Miich biiid^to mammalian CC-chemokine 
recepupjir 2 or a portion thereof 




A method 
patient , 
composition com; 
antibody or anti 1 
binds to a mamma 
portion of said r 
ligand to the reed 

A method acc 
chemokine . s 



g__leukocyte trafficking in a 
ring to the patient a 

ctive amount of. an 
ragment thereof which 
mokine receptor 2 or 
and inhibits binding of a 



im 41 wherein the ligand is a 



44 
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A method according to Claim \2 wherein the chemokine 
is selected. from the group consisting of MCP-1, MCP-2, 
MCP-3, MCP-4 and combinations o 1 ^ the foregoing. 

A method according to Claim 41 wheVein the antibody or 
antigen-binding fragment thereof is\selected from the 
group consisting of: 

a) monoclonal antibody 1D9 ; 

b) an antibody having an epitopic specificity which 
is the same as or similar to that of \LD9 ; 
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m antibody wirfTcl 
binarrigto itiammji 
antigen-bin 

(c) which bind t 
2 or a portion t 



can compete with 1D9 for 

chemokine receptor 2 ; and 
fragments of any of (a) through 

alian CC-chemokine receptor 

:eof" 




A composition comprising an antibody or antigen- 
fa inding^~f-^giQent thereof which binds to a mammalian 
CC-chemokine recepto5*~~2---Qr portion of said receptor, 
wherein said antibody or antlgeT^biriding fragment 
thereof inhibits binding of a ligand tb^the receptor , 
and an optional physiologically acceptable veh] 



An antibody or antigen-binding fragmant thereof which 
binds to a mammalian CC-chemokine receptor 2 or 
portion of said receptor, wherein /said antibody or 
antigen-binding fragment thereof/ inhibits binding of a 
ligand to the receptor with an/IC 50 of less than about 
1 . 0 jug/ml . 



An antibody or antige 
according to Claim 
about 0.05 /xg/ml 

An antibody or ant 
according to Claim 
about 0.05 /xg/ml. 




ing fragment thereof 



rein the IC Rn is less than 



ing fragment thereof 
wherein the IC= n is less than 



An antibody or/antigen-binding fragment thereof which 
binds to a mammalian CC-chemokine receptor 2 or 
portion of ^aid receptor, wherein said antibody or 
ant igen-bi/nding fragment thereof inhibits binding of a 
ligand tp the receptor, and wherein the antibody or 
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antigen-binding fragment binds £ne receptor with an 
affinity of at least about 0/L x 10" 9 M. 



50. An antibody or antig/ 
according to Claim, 
least about 1 x 1( 



in-binding fragment thereof 
wherein the affinity is at 



51. An antibody or antigen-binding fragment thereof 

according to C/Laim 50, wherein the affinity is at 
least about 2 x 10" 9 M. 



A method of treating a CC-chemokine receptor 2- 
mediafTeT3r-^is_order in a patient, comprising 
administering to~t1re~-£at_ient an effective amount of an 
antibody or antigen-binding^r^mgnt thereof which 
binds to mammalian CC-chemokine receptor2^®j^Dortion 
thereof . 




